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SPECIFICATION 

Microencapsulated medicament in sweet matrix 
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Background of the Invention methods of drug administration into the body 

Oral medication is one of «he most popular methods oi^ patatabil.ty is an extremely 

because it enables f '^-Jf'£'-3f,t'eu^^^^^^a^^^^^ strong'upleasant taste of 

important factor in formulating f f^^^^"^"";'^ '° hstantial^ diminished. This is particularly 
15 many medicaments the -^^^^^^."^'Zs bulSs^^^^^^^ <" order to overcome these 

common among children s ^'"^'J'" 'many flavorings have been employed with 

problems of unpleasant taste and ""Pf^'^^^'^^^^^^ ^any children's drugs as flavored syrup, 

pharmaceuticals. Thus, .t .s ^^'J^^hVunpS aS^^^ but affects the palatability 

Unfortunately flavonng rnerely myk^^^^^ ^.^^^^ ^33,^ even adults 

°etct3;t"e rm^.^^ntTn^^= c ses ven syrups c^not mas. the bitter taste, thus 

constituting a difficult Pf^^f^^'^^^^^fbleTused for the purpose of masking is chocolate 
Among the flavonngs ^^'f ^J^^^.^'^.S in conj^ with medicaments, are U 
Examples of patents '"7j;''^5fo°';'5l^f;' g et al U S. patent 3,697,641 to Ahrens U^S.- 
25 patents 4,271,142 ^"d,'^■32^077 to Pugha et a, ^ Australian patent 7310/32 to 

patent 199,139 to Clark Br.tish Pat«"t ^ 3,3^ known and on the market, but u 

Jones et al. Children's vitamins encased ?^?^^^^ 3,3^,^. Laxatives in chocolate are also 

these products same of the v.tarn.ns a^e not suff ce ^y ^^^^^^ ^^^^^^ ^ ^ 

well known. In all of these, l^"^? " gnd the palatability of the medicine is not 30 

alimenlaty canal, i.a. the ;'°'"'*°''"'"Xmo;" advanced pharmaceutical form for this 35 
35 the desired coating have '''^"J'^'^'Z'LtTone tablet (or large capsule) contains a fev, 

purpose is the ™"°^"",Pf ^'S^.^rSaps^tsS microcapsules) constainlng the drug. 

the desired release characteristics. 40 

40 

'r":?'obifcro?the7esent invention to provide a new form of medication for oral 
administration., invention to provide a new form of medicament for oral 

45 ad'ilnirtlin in^'Sh tt^ S^^atSe taste and^outh fee, of the medicament .s totally 
^"u istrther object of the present invention to provide a new form of medicament which is 
very palatable to ^^iWren as well as to adults^ ^ ^^^^^^ administering 

matrix such as chocolate. The combination of encapsulation ° 9 unpleasant taste 

sweet matrix, such as chocolate, achieves the go^^^ ^^.^^ ^^^^ 

50 i!?«'Unrn^irr,ruS.«- rnd'^i^Srs o - "^dicamen, eUm,na.,ng 60 

' r et comae, of .he ",f I'X'e r» »' '""^ 

^'nir.Ts'i^rcroIar^ror :rre?lr;S^ .his s,stom supenor to an, 



50 



55 



will .., 

other existing method. 



f 



GB2 147 501A 



10 



15 



2C 



2E 



Detailed Description of Preferred , invention, there may be used any 

''as the soft sweet !;=";tSrd ^ thoJ substant^ chewing and easily swallowed, 

palatable foods'uff wh.ch can b "^^^''^^^J^^^^'^^^ will be readily accepted by the ch.Id or 
preferably a "nfect.on wh^ch .s sweej '°a,rrx it should be understood that other soft sweet 
5 adult. While chocolate is the preferrecJ '"^inx , ^ yogurt, or even cookies of 

' matrices such as fudge, '--[^^^'^^ll^l^^^^^^^ with other r^atrices. 

appropriate consistency may "^f/^^^ J^.g^dy because the heavy pressure wh.ch would be 

The matrix cannot be hard, ^"^.^."J^^f ftl^k ^ ^"'^ '^"^ 

involved in chewing such a -^^trix wou d b eak the m.c ^^p^.^^ ^^^^^^^^^ 

10 of the present invention. A f^r complete mastication and the chocolate and 

purpose as substantial chewing .s not equ^^^^^^ ^.^^^^^ ^^^^^^.^^ microcapsules. 

embedded microcapsules f .'"/^^^JX to ensure.easy and pleasant palatabil.ty^ 

The microcapsules should be of smaU s'^e m ' ^ diameter, and 

Thus, the size should be '"^^^f^Q^mm diameter, preferab^ microcapsules, the less likely 
Te'^'fto be'niticed L^t'he patient! ^and th^more likely that the capsules will escape chewing 

Ind'e^ssentially will be f^3"°):i«^J";f .^uable for inclusion in the microcapsules used in the 

A very wide range °! •^^^IP^^'"^;^^^^^ and other antibacterial agents, anal- 

present invention. Such medicaments ^''^^^^^^^^^^^^ anti-hypertensive agents, hypno- 

20 gesics. antihistamines decongestant^ Se!cs vasodilators, hormones, vitamins or any other 

tics, sedatives, ^^^"^7''^^^=: tl""' °Mosa^^^^^^^^^ Those with especially bitter taste, such as 
medicament frequently used mora dosage^ . . , 

penicillin, are, of ^'o^''^- PTZnC^l\!TceX^ tetracyclines, chloramphenicol, strepto- 

^stsi" PvsS?;o^r;— ^^^^^^ - 

diuretics include eminophyli^e ampicillin and its pivaloyloxy- 

Antibacterials include '''"'vipen «*"-,Si„^^^^^^ llucloxrcillin. cerbenicillin, prop.cl- 3( 

30 methyl or phthalyl esters, ''"<»V= "S:"' cephalothirt, tetracyditte, oxytetracy 

s^rcSSr^Scitr-oroES^^^^^^^^^ 

35 sulphamethoxazole and '"fV?^*^°P"":„. include thiamine, nicotinamide, ascorbic acid, 

°^'oYh:;rJdTcaments include alcofenac, theophylline, hexobendine, xy.amide, and 0-(4-methox- ^ 

^^Sstt^^TiSe^^^^^^^ to be an inclusive as any medicament which can be microencapsu- 
latIS may LVa^ministered in the form of t'^^ /^"^o '"orencapsulation may also be used in the 4 

45 A bS range of encapsulating .agents and "^e^^-^^^^^ that it must be such 

present invention. The ''"^f JSa^^^^^ the chocolate, or other matrix. . 

that the active core material will not come 'nto contact wit" n ^^^^ ,3, 

dur ng production or storage, it must b« f^a^ traa and'l rTust be compatible with the 

?o become released in the stomach °X art Jiay be u^^^^ in the present invention and £ 

50 sweet matrix. Any capsule materal known to the ^he methods of micr encap- 

Lxrr u:jri=[rs"par 

For example, U.S. patent ^-^l 6.254^teaches^^^^^ ^^.^^ comprise 94% to 

microcapsules have an ^'"^'^fJ^Z f^^f^'^^ of a coating agent. See also U.S. patent 

qa 9% of a medicament coated by 0.1% to B/fe ot a ooaxiny a discovered by the art 

- Bjfu^e»«»HS^^ - 
invention. The present invention "^l^^f^^'^^'g sJ^'sweet matrix such as chocolate. 
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microcapsules, the smaller the ^'f=;°"[J"'V';J: ^icroTapsu is for example on the order 5 
5 being noticed when the matrix 's 'ngested. F° ^'s^^^^^^^^ high as 50%. or 

of the size "-di^.c-bonle« copy pap s^^^.^^ J^^.^ 
even more, could be used ,^ .^all a unit dosage of medicament in very 

example, if the dosage '"^/f' ^J^^^^^Jta am S cho ol^te^ a'heavy loading, however, 
small microcapsules may be 500 mg in ^ SJ^m oi c ^ j shewing would be 10 

, ,0 would not be preferred as -^sta" 'anjre^'^^^^^^^ 25-30% of the 

. TsbSla^yT^^^^^^^^^^^ - - 1 5 

15 density of the matrix. mirrocaosules are preferably added to the chocolate in the 

When the matrix is ^^^f^'l''^^^^^'^^^^^^^^ milk chocolate are made by 

process of its -9'7' P-^'^Xcolat 5qlor'and for milk chocolate, milk or milk solids. These 
mixing cocoa butter, sugar, '^^^'^^'r^ ^„ <= .hiected to conching. Conching is a kneading 

are then.refined to a .ne Pa^-cl^^^^^^^^^^^ ,?,3ti,e acids' to escape while 

20 process in whic"h '^/'^'T^^ Conching temperatures for sweet chocolate generally 

smoothing the ^^-f--9/;°^°'jJ.P5V.^J>^rmilk chocolate. It is conventional to add flavors, 
range from-bb-bb u ana irom ^sj^ snnrooriate time to add the microcapsules of 

emulsifiers. etc. ^^"""9 "-^^^^^^^^^^^^ fsTo'S^rfng conching. Of course, care must 

^^TenT^a7^St^Sxi^ substantiaHy'homogeneous distribution of . 

mic?ocapsI;fe?so amount of medicament will be present in any given unit 

"^F^Klg'coSg. the product is standardized, tempered and molded in well known 

manners. . j conching. but may be added at any appropriate 30 

30 The microcapsules need not be added a"""9 <io ' completed chocolate. 

35 homogeneous distributon of microcapsules is obtained. 

manufactured by Menley and 'J.!'"®^,"";''''" r n 8 mm The microcapsules are prepared 

the microcapsules. 



40 



45 



65 



60 



65 



GB2147501A 4 



drug was detected. 
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ity. chocolate is standard.zed ^"''.^^^.^"s'^ Ea,h microcapsules which 

C;ctd;°2SC:f"as^r-:^"Trc^bT^^ -ewed and swallowed with no 

unpleasant taste of aspirin being detectable. 

Example 4 . I KuHmi^vnhenvlmethYl cellulose are prepared using the 

Microcapsules of asp.nn coa^d w th M -Y^^^^ 3.,, ,,,,,, microcapsules was 1 5 

all-metal conical Uni-Glatt 4 ^^^7/' goo/, asoirin and 7% coating. 

as coating nnaterial. ^^koHHpH in chocolate (lOOmq encapsulated 

The abov= prepared -c,^^^^^^^^^^^ 20 

:e?chX l„d^^v'rwedl runple,se., ,.«e o. ,he drug wes de.ec.ed. 

Example 5 in 9 4% ethvl cellulose (Ethocel) and 1 .05 hydroxypropyl- 

Acetaminophen was encapsulated n /» ethy cellu , ^^^^^^^.^ ^^^^^ , 

25 "le^hylcelluloephthalate (HP 50) This coa^^^ microcapsules was 80-1 20^. The m.crocap- 

bed ^PP^'^'^\^^/J^''^Z^^^^^ per 1.5g chocolate) in the 

;ttterdTscTbedfn1xrp'e°7: W^^^^^^^ tablet was chewed and swallowed, no 

unpleasant taste of the drug was detected. 3C 

%Tetno-w!ng drugs, each in e-psulated for^^^^^^^^^^^ ^rno'^u^n pfe^^a^nt^JIte of 

.Tergtls Sct?d°Sn%:ewrngTnd"s3^^^^^^^ —on. 

£xarr,p/e No. AcnVe Pr/.c/p/e ^SoZ"'" 

6 Theophylline ^uu mg 

7 Chlorpromazine hydrocloride 75 mg 

a Chlorpheniramine maleate 8 mg 4( 

An 9 Erythromycin 250 mg 

1 0 Fen-ous sulphate heptahydrate 1 67 mg 

11 Nitroglycerin . . 

1 9 Papverine hydrochloride 1 50 mg 

Ja - Niacin 250 mg 4: 

what is described in the specification. 

I 5' 

'° ^"^.""1 dosage form for the oral administration of a pharmaceutical active principle, compris- 

'"'rnicroencapsulated active principle ^.^'^e'ided in^ soft sweet^^^^^^^^^^^^^ microencapsu- 
SB latfd a»r iVrS^^^^^^^^^ ' 

"t^^^^s^-^-^^^ ScVssR rs?bs«eri:;^. 

sufficiently soft as to allow '"«^'"^'°Vh H^^mT wherein sa?d matdx is selected from the group 
' r-oSS In ""e cii: 1; ^S"! »,d ^>u: is chocCe,, or 



5. 
6 



chocolate. . . i «,hor In said active principle is an anti- 

e5 Jc.er^,t;T='n;r,Srrrs«.t:,"iro„Ve«";. ■roSln«3.n„U =,en,, =oU.hvp..e„. 
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• nnonf hvnnotic sedative, tranquilizer, alkaloid, diuretic, vasodilator, hormone or vitamin 
' 8 TdUageTrmIn accordanc^^ claim 1. wherein said microcapsules of acfv principle 

'a doTage ?o'rm fn'accoJdre v.ith claim 1. wherein said microcapsules of active principle ^ 

' 'To' td"osa"e°!orm S Icc^lJfncTwhh claim 1. wherein the active principle is encapsulated 
in a materia? whfch prevents the active principle from coming into contac w.th sa.d matnx 
hrouXut pr^ductiSn and storage of the embedded matrix prior to use, "f^^^, 
harrJJiesrand permits release of the active principle in the stomach or gastro-mtestinal tract ^ ^ 

1 0 after ingestion. ^^^^ administration of a pharmaceutical active principle without unpleasant 

°^ra^ifaitlniS:rg^or^^^^^^^^^ of a dosage form in accordance with claim 1. 

12 A method in accordance with claim 1 1 , wherein the patient .s a child 
15 1 s! A method for the production of a dosage form for the oral administration of a 
pharrnaceutical active principle, comprising: 

t;;?^gr.g;:;.^5tl^e glciple m a soft, sweet, palatable matrix. 
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